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cytosolic phospholipase A. sub. 2 Abdullah et al . 1995 

D4 dopamine receptor Mills et al . 1993 

DNA ligase I Gallina et al . 1995 

DNA polymerase a subunit Copeland and Wang 1991 

DNA polymerase d catalytic subunit Zhou et al . 1996 

DNA topoisomerase 1 Zhelkovsky & Moore 1994 

dopamine D.sub.2 receptor Javitch et al. 1994 

EGF receptor Greenfield et al. 1988 

EGF receptor-tyrosine kinase domain Wedegaertner et al. 198 9 

endothelial nitric-oide synthase Chen et al . 1996 

epidermal growth factor receptor Water field & Greenfield 1991 

epidermal-growth-factor receptor McGlynn et al. 1992 

protein-tyrosine kinase .on/, 

epidermal growth factors IX and Xlla Astermark et al. 1994 

erythrocyte anion exchanger Dale et al. 1996 

erythropoietin Quelle et al . 1992 

estrogen receptor Beekman et al . 1994 

factor VIII - B domain deleted Webb et al. 1993 

fibroblast growth factor receptor Sisk et al . 1992 

subtype ligand binding domain 

follicle-stimulating hormone receptor Christophe et al. 
1993 

furin Bravo et al . 1994 



GABA.sub.A receptor al subunits Birnir et al. 1995 
GABA.sub.A receptor bl subunits Birnir et al . iyy:^ 
ga773 - 2 antigen Strassburg et al . 1992 
GMP synthetase Lou et al . 1995 
glucocerebrosidase Martin et al . 1988 
glucocorticoid receptor Srinivasan et f^- ^^^^ 
glutamic acid decarboxylase Mauch et al. l^yj 
qlycine receptor al Morr et al . 1995 
group b rotavirus ADRV, VP4 Mackow et al. 1993 
group II Phospholipase A. sub. 2 Tremblay et al. 1993 
growth hormone Sumathy et al . 1996 
growth hormone receptor - Ota et al . 1991 
extracellular domain 

5-HT.sub.lA receptor Mulheron et al. 1994 

hst-1 transforming protein Miyagawa et ^1. 19«b 

heart (R) -3-hydroxybutyrate Green et al. 1996 

dehydrogenase ^ . . 

hematopoietic glycopeptide Quelle et al. 199^ 

erythropoietin 

hemopexin Satoh et al. 1994 

heparin cof actor II Ciaccia et al. 1995 

hepatitis b virus X protein Klein et al. 199^^ 

hepatocyte growth factor Yee et al. 1993 

hepatocyte growth factor Lee et al. 1993 

high-affinity IgE receptor-a chain Yagi et al. 1994 

17b-hydroxysterioid dehydrogenase Breton et ^1. 1994 

5-hydroxytryptamine,sub.lA Butkerait et al. 1995 

5-hvdroxytryptamine receptors Parker et al . 1994 

%%Tsli,lA. 5-HT.sub.lDa, 5-HT . sub . IDb, 5-HT.sub.lE) 

IgA Carayannopoulos et al . 1994 

IL2 receptor a & b chains Lindqvist et ^1-1993 
immunodeficiency virus-type 1 gag Chazal et al. 1994 
precursor 

immunodeficiency virus-1 gp41 Lu et /^^^^^ 
immunodeficiency virus-1 gpl20 Yeh et al . 1993 
insulin holoreceptor Paul et al . 1990 
insulin receptor substrate-1 Siemeister et al 1995 
insulin receptor b-subunit Herrera et al. 1988 
insulin receptor b subunit Li et al. 1992 
transmembrane/cytoplasmic domain 

insulin receptor ectodomain Sissom etal. 1989; 1991 
insulin receptor protein-tryosine Ellis et al . 1988 

kinase domain . „ +. -.i i qqp 

insulin receptor cytoplasmic domain Herrera et al. 1988 

of b subunit ^ 
insulin receptor protein tyrosine- Ellis and Levme 1991 
kinase-cytoplasmic domain 

insulin-like growth factor II Congote and Li, iyy4 k =i i qq-^ 

InsuUn-like growth factor II Marumoto. • • glycoforms Ogonah et al. 1995 

interleukin 2 Smith et al. 1985 ^ ^ , ^ i qq^ 

interleukin 2 glycoprotein variants Grabenhorst et al . 1993 

interleukin-2 receptor gamma chain Raivio et al- 199b 

interleukin 5 Brown et al. 1995 

interleukin 6 Matsuura et al. 1991 

interleukin-6 receptor Weiergraber et al. 199b 

intrinsic factor Gordon et al . 1992 

iron regulatory factor Emery-Goodman et al. 1993 1990 

isoforms (neuronal, inducible,. . • Ku autoantigen Allaway et al . 1990 

lecithin-cholesterol acyltransf erase Chawla & Owen 1995 

Leukotriene A. sub. 4 hydrolase Gierse et al. 1993 

link protein Grover & Roughley 1994 

liver carboxylesterase Kroetz et al . 199J 

lymphocytic activation gene (LAG-1) Baizleras et al. 1990 

lysyl hydroxylase. . . al. 1996 

lysosomal b-galactosidase Itoh et al. 1991 

5 ' lipoxygenase Dunk et al. 198 9 



ml muscarinic acetylcholine Haga et al. 1996 

mrmSs?a?inic cholinergic receptor Debburman et 1995 
m3 {hm3) muscarinic cholinergic Debburman et al. lyy^ 

MHrSass I HLA-b27 antigen Levy and Kyist 1990 
MHC class II DR4a, DR4b, extra- Scheerle et al. 1992 
cellular. . . colony stimulating factor Qiu et al . la^b 
matrilysin Lopez de Turiso et al. 1996 
metallothionein-II Schmiel et al. 1985 
mineralocorticosteriod receptor Bmart et al. 1991 
monocyte chemoattractant protein-1 Ueda et al. 1994 

Ishii et al. 1995 
multidrug resistance 1 Germann et al. ly^u 
multidrug resistance P-glycoprotein Rao et al. 1994 
muscarine receptor m2 Kameyama et al . 1994 
myeloperoxidase Taylor et al. 1992 
myogenic factors myf4, myf5 Braun et al. 1991 
N-formyl peptide receptor Quehenberger et al. 1992 
Na.sup.+ /H.sup.+ antiporter Fafournoux et al. 1991 
NADPH-P450 oxidoreductase Tamura et al. 1992 
nerve growth factor Buxser et al. 1991 ^ , . qqn 

nerve growth factor receptor Vissava^^hala et al 1990 
neutrophil NADPH oxidase factors Leto et al. lyyi 
p47-[phox], p67[phox] . ■, i qqo 

nuclear hormone receptor H-2R11BP Marks et al. 1992 
nucleolar protein pl20 Ren et al. 1996 
oxytocin receptor Gimpl et al. 1995 
p53 Patterson et al. 1995 
P450 2E1 Patten & Koch 1995 
pancreatic lipase Thirstrup et al . 1993 
pancreatic procolipase Lowe 1994 
papillmoavirus type 11 El, E2 Bream et al. 1993 
papillomavirus type 11-Ll protein Rose et al. 1993 
papillomavirus type 16 E2 Sanders et al. 1995 
papillomavirus type 16 E2 protein Sanders et al. 1995 
papillomovirus type 16 LI, L2 Xi and Banks, 1991 
papillomavirus type 45 LI major Touze et al. 1996 

capsid protein i qqt 

parainfluenza virus type 3, 7, HN, Lehman et al. 1993 

parathyroid hormone Mathavan et al. lyyi 
parvovirus B19 vpl, vp2 Cubie et al. 1993 
Dhospholipase A. sub. 2 Abdullah et al . 1995 

pScen?a/aromatase. . . pre-pro gastrin releasing peptid 

Lebacq-verheyden et al. 1988 
pro-al(III) chains Toraita et al . 1995 
proapoA-I Sorci-Thomas et al. 1996 , , , qq9 

progesterone receptor (A form) Elliston et al. 1992 
progesterone receptors A&B forms Christensen et al- 1991 
prolyl 4-hydroxylase a, b subunits Vuori et al. 1992 
prolyl 4-hydroxylae a subunit with. . . George et al. 19, 
prostaglandin G/H synthase 1 Barnett et al. 1994 
prostaglandin G/H synthase 2 Barnett et al. 1994 



protein disulphide isomerase Vuori et al . l^^z 
protein kinase c-d Rankl et al. 1994 
protein kinase Cm Dieterich et al. 1996 



pro-urokinase Gao and Hu 1994 
rab 6 Yang et al . 1992 
raplA Quilliam et . . . 1996 

respiratory syncytial virus F and G Wathen et al . 1989 
glycoproteins 

retinoblastoma ppllO.sup.RB Wang et al . 1990 
retinoic acid receptor al Quick et ^^^/^^l 
retinoic acid receptor - gl Reddy et al. 1992 
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AcTPase Kunze et al. 1995 

auxin-binding protein Henderson et al. 1995 
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disease virus type 1 (mDVl ) -specif ic Urakawa et al. 1994 
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virus glycoprotein D Ono et al . 1995 
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hemagglutinin Vialard et al. 1990^ 
N protein Fooks et al . 1993 
nucleoprotein Hummel et al. 1992 
melanocortin 1 receptors Schioth et al. 1996 

minlc pnteritis oarvovirus VP-2 Christensen et al. l^y^ , 
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Tordo et al. 1993 

mouse: i qo^ 

CD95/AP01/Fas ligand Mariani et al . l^yo 

c-fos Corvello et al. 1994 

cFos protein Corvello et al . 1995 

focal adhesion kinase Withers et al. 1996 

glutamate receptor subunits al, a2 Kawamoto et al . 1993 

growth hormone Thordarson et al . 1996 

immunophilin FKBP-52 Alnemri et al. 1993 

interleukin-3 Hogeland et al . 1992 

Knepper et al. 1992 
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AB Nuclear receptor corepressor (NCoR) mediates repression 

(silencing) of basal gene transcription by nuclear receptors for 

thyroid hormone and retinoic acid. The goal of this 

study was to create novel estrogen receptor (ER) mutants by 

SusiL transferable repressor domains from the N-termmal region of NCoR 

to a functional ER fragment. Three chimeric NCoR-ER proteins 

were created and shown to lack transcriptional activity. These 

fusion proteins silenced basal transcription of the 

FRE2-tk-Luc reporter gene and inhibited the activity of co-transf ected 
wild-type ER (wtER), indicating that they possess dominant negative 
activity. One of the fusion proteins (CDE-RDl), , • , ^ h-^ 

containing the ER DNA-binding and ligand-binding domains linked to the 
SSr repressor domain (RDl), was selected for detailed examination. Its 
v,^^«r,=i%>f-Fin-ii-v intracellular localization, and level ot 
S^^^SJi^n in tJ;nsfec?:d cells were similar to wtER and it bound to the 
esLogen. . . response element (ERE) DNA xn gel shift assays 
Glutathione-S-transferase pull-down assays showed that CDE-RDl retains 

the 



ability to bind to steroid receptor coactivator 1. 
Introduction of a DNA-binding domain mutation into the CDE-RDl 
fusion protein eliminated silencing and dominant 
negative activity. Thus, the RDl repressor domain prevents 

'^''''activaSoi despite the apparent ability of CDE-RDl. . . cancer cells 
and repressed ?he growth of T47D cells when delivered to the cells by a 
retroviral vector. These ER-NCoR fusion proteins 

proJ?di a novel means for inhibiting ER-mediated cellular responses and 
analogous strategies could be used to create dominant negative mutants. 
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AB 



TLS 



receptors . ^ t n 

Powers C A; Mathur M; Raaka B M; Ron D; Samuels H H 
Division of Molecular Endocrinology, New York University 
Medical Center 10016, USA. 
CA-60945 (NCI) 
DK-09211 (NIDDK) 
DK-16636 (NIDDK) 

MOLECULAR ENDOCRINOLOGY, (1998 Jan) 12 (1) 4-18. 
Journal code: NGZ; 8801431. ISSN: 0888-8809. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199802 

Entered STN: 19980226 
Last Updated on STN: 19980226 
Entered Medline: 19980218 
Nuclear receptors for steroid hormones, .^^^ 
thvroid hormone, retinoids, and vitamin D are thought to 
mSaJe their transcriptional effects in concert with coregulator 
proteins that modulate receptor interactions with identify 
components of the basal transcription complex. In an effort to identity 
potential coregulators , receptor fusions with 
glutathione-S-transferase were used to isolate proteins m 
nuclear extracts capable of binding nuclear hormone 
receptors. Glutathione-S-transf erase fusions with mouse 
retinoid X receptor-alpha enabled the selective isolation of a 
65-kDa protein (p65) from nuclear extracts of rat and human 
cells. Binding of p65 to mouse retinoid X receptor-alpha was 
centered around the DNA-binding domain. p65 also bound regions 
encompassing the DNA-binding domain in estrogen, thyroid 
Hormone, and qlucocorticoid receptors. p65 was ^ • ^ ■ 

S?fled as TLS (translocated-in-liposarcoma) , a recently identified 
member of the RNP family of nuclear RNA-binding proteins whose 
membeL are thought to Junction in RNA processing. The N-termmal half of 
TLS bound to thyroid hormone receptor with 

hiah affinity while the receptor was bound to appropriate DNA 

?a?Set si?es Functional studies indicated that the N-termmal half of 

can interact with thyroid hormone receptor 

in vivo. TLS was originally discovered as part of a fusion 
irotein arising from a chromosomal translocation causing human 
SyxS nposarLmas. TLS contains a potent transact ivation domain whose 
translocation-induced fusion with a DNA-bindmg protein ^.^.^^ 
(ChS?) yields a powerful transforming oncogene and transcription factor. 
The traSactivation and RNA-binding properties of TLS and the nature of 
its interaction with nuclear receptors suggest a novel role m 
nuclear receptor function. 
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One-step immunoaf f inity purification of recombinant human 
retinoic acid receptor gamma. ^ ^ c-h .^r.oi i c; a- 

Repa J J; Berg J A; Kaiser M E; Hanson K K; Strugnell S A, 

Clagett-Dame M . ^ ■ ^ ■ t 

Interdepartmental Graduate Program m Nutritional 

University of Wisconsin-Madison 53706, USA. 
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PROTEIN EXPRESSION AND PURIFICATION, {1997 Apr) 9 (3) 
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ENTRY MONTH: 199705 

ENTRY DATE: Entered STN : 19970602 

Last Updated on STN: 19970602 
Entered Medline: 19970519 
AB Retinoic acid receptors (RAR) are members of the steroid 

/thyroid hormone receptor superfamily and ^ 
serve as ligand-activated transcription factors. In order to facilitate 
studies of receptor protein, we have generated a 

monoclonal antibody to the human RAR gamma, and have developed a 

procedure , . . t i 

to purify the full-length receptor expressed m insect cells. 
The monoclonal antibody (AlO) was developed using as antigen ^ ^ ^ . ^ 
carboxy-terminal fragment of the human RAR gamma expressed as a bacterial 
fusion protein. The AlO monoclonal antibody binds to 

both native and denatured forms of the human RAR gamma. This antibody was 
immobilized on a resin and used to purify full-length, 
baculovirus-expressed human RAR gamma to near homogeneity. The 
immunoaffinity-purified receptor is > 90-95% pure as revealed by 
silver-stained gels. The identity of the single protein band as 
RAR gamma was verified by immunoblotting using a polyclonal antibody to 

epitope distinct from that recognized by, . . retinoic acid response 
element was also studied. Response element binding by RAR gamma required 
the presence of the retinoid X receptor, but did not require the 
presence of additional proteins. Human RAR gamma protein 
purified in this fashion will be useful in future structural and 
functional studies. 
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TITLE: Transfection of TTF-1 gene induces thyroglobulin gene 

expression in undifferentiated FRT cells. 

AUTHOR: Mascia A; De Felice M; Lipardi C; Gentile R; Call G; 

Zannini M; Di Lauro R; Nitsch L 

CORPORATE SOURCE: Centro di Endocrinologia ed Oncologia Sperimentale del CNR 

- Dipartimento di Biologia e Patologia Cellulare e 
Molecolare, Universita degli Studi di Napoli Federico II, 
Naples, Italy. 

SOURCE: BIOCHIMICA ET BIOPHYSICA ACTA, (1997 Nov 1) 1354 (2) 

171-81. 

Journal code: AOW; 0217513. ISSN: 0006-3002. 

PUB. COUNTRY: Netherlands 

Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 199801 

ENTRY DATE: Entered STN: 19980122 

Last Updated on STN: 19980122 
Entered Medline: 19980105 

AB The thyroglobulin gene, the substrate for thyroid 

hormone biosynthesis, is not expressed in the FRT cell line, 
which, even though it manifests the polarised epithelial phenotype, does 
not express any of the thyroid functional properties. Two 
transcription factors, TTF-1 and Pax-8, have been implicated in 
thyroid specific expression of the thyroglobulin gene. FRT cells 
contain Pax-8 but they lack TTF-1. In this paper, we show that. . . 
expression vectors in FRT cells results in activation of thyroglobulin 
gene expression. If the expression vector encoded for TTF-l-ER, a 
fusion gene coding for the entire TTF-1 protein fused to 
the hormone-binding domain of the steroid 

receptor, under the control of the RSV promoter, thyroglobulin 
gene expression was controlled by estrogen. These data provide a direct 
demonstration that TTF-1 activates the chromosomal thyroglobulin 
promoter . 



Since transfection of TTF-1 expression vectors in non-thyroid 
cell types did not result in thyroglobulin gene expression, it is 
suggested that Pax-8, in addition, perhaps, to a specific cellular 
environment, might be required for thyroid specific expression 
of the thyroglobulin gene. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. . 
DRWD F^G 4 represents the results of experiments on ^^^--P^^^ J^^^^J 
trans-activation activities of carboxy-termmal mutants of hGR. Such 

mutants include fusion proteins, with the . -^^^^hoH i-h^ n^rt of 

carboxy-terminus of the wild-type hGR (by which is intended the part of 
the primary sequence of the receptor from amino acid 487 and 
higher, i.e., the part, including the ligand-bindmg domain, 
carboxy-terminal of the DNA-binding domain) replaced by. . • . 
FIGS 2 and 3, except that the RSV plasmid used m controls 1 and 2 m 
place of the receptor- or receptor-analog-expressing 
Dlasmid had the thyroid hormone receptor ^ 
-encoding cDNA insLted in the anti-sense orientation downstream of the 
RSV promoter rather than the beta-galactosidase-encoding DNA in the 
sense orientation. . . GGM consists of amino acids 1-489 of hGR as 
the N-terminal part and amino acids 671-984 of hMR (human 
mineralocorticoid receptor) as the C-terminal part, ^^^ant GGM 
was made from a cDNA constructed by first introducing an additional 



Xhol 



site into Xhol site of the hGR-encoding sequence. With the 

wild-type hGR, control 1, and the three mutants other than GGM, the 
steroid used was dexamethasone . With the mutant with beta-gal at 

the carboxy-terminus, normalization for transfection efficiency was 
based on data from. . . described for FIG. 1 supra, in which 
beta-galactosidase is expressed from the RSV promoter With GGM and 
Control 2, the steroid used was aldosterone. Control 2 was the 
same as Control 1 except for the substitution of aldosterone for 
dexamethasone . 
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In search of proteins which interact with activated 
steroid hormone receptors, we screened a human 
liver lambda gtll expression library with the glucocorticoid 
receptor. We identified and cloned a cDNA sequence of 1322 bp that 
encodes a protein of 274 aa . This protein consists 
predominantly of hydrophilic amino acids and contains a putative 
bipartite 
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AB 



nuclear localization signal. The in vitro translated receptor 

-associating protein runs in SDS/polyacrylamide gels with an 

apparent molecular mass of 46 kDa . By use of the bacterially expressed 

fusion protein with glutathione S-transf erase we have 

found that interaction is not limited to the glucocorticoid 

receptor but included other nuclear receptors--most 

notably, the estrogen and thyroid receptors. Binding 

also occurs with the glucocorticoid receptor complexed with the 

antiglucocorticoid RU 38486, with the estrogen receptor 

complexed with the antiestrogen 4-hydroxytamoxif en or ICI 164,384, and 

even with receptors not complexed with ligand. Association with 

steroid hormone receptors depends on prior 

receptor activation— i . e . , release from heat shock 

proteins. The sequence identified here appears to be a general 

partner protein for nuclear hormone receptors 

with the gene being expressed in a variety of mammalian tissues. 
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Department of Cell Biology, New York University Medical 
Center, New York 10016, USA. 
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Last Updated on STN: 19950911 
Entered Medline: 19950829 
The effects of the thyroid hormone ^. ^ ^ u 

(3 5 3'-triiodo-L-thyronine [T3] ) on gene transcription are mediated by 
nuclear T3 receptors (T3Rs) . alpha- and beta-isoform T3Rs (T3R 
alpha and -beta) are expressed from different genes and are members of a 
superfamily of iigand-dependent transcription factors that also includes 
the receptors for steroid hormones, vitamin 

D and retinoids. Although T3 activates transcription by mediating a 
conformational change in the C-terminal ^PP^^^^^^^^ely 220-amino-acid 
ligand-binding domain. . . of the 50-amino-acid N-termmal A/B domain 
of chicken T3R alpha (cT3R alpha) decreases T3-dependent stimulation of 
genes regulated by native thyroid hormone response 

elements about 10- to 20-fold. The requirement of the A/B region for 

transcriptional activation was mapped to amino acids. ^ . . amino ^cids . 

The A/B region of cT3R alpha is not required for T3 binding or for DNA 

binding of the receptor as a heterodimer with retinoid X ^ 

receptor. In vitro binding studies indicate that the N-terminal 

reqion of cT3R alpha interacts efficiently with TFIIB and that this 

interaction . . in the binding of cT3R alpha includes an amphipathic 

alpha helix contained within residues 178 to 201. Analysis using a 

fusion protein containing the DNA-binding domain of GAL4 

and the entire A/B region of cT3R alpha suggests that this region does 

not. 
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The retinoid receptors. 
Pemrick S M; Lucas D A; Grippo J F 

Department of Toxicology and Pathology, Hoffman-La Roche, 
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The retinoid receptors belong to a large superfamily of 
ligand-inducible transcription factors that include the steroid, 
vitamin D and thyroid hormone receptors, the 
peroxisome prolif erator-activated receptor, the insect 
edysteroid receptor, and a number of orphan receptors 
whose ligands are unknown. All nuclear receptors have several 
well-characterized structural domains, including a conserved DNA-binding 
domain, and a ligand binding domain at the carboxyl terminus of the 
receptor. The RAR and RXR classes of nuclear retinoic acid 
receptors are each composed of alpha, beta and gamma subtypes with 
more than one isoform for each receptor subtype. Data from many 
investigators suggest there are RAR- and RXR-dependent gene pathways, and 
that the individual receptor subtypes may control distinct gene 
expression patterns. In addition, RXR has been found to heterodimerize 
with other nuclear receptors to form active transcriptional 
complexes, which influence the activity of a variety of gene pathways 
important in growth and differentiation.. . . In the latter case. 
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FILE SEGMENT 
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ENTRY DATE: 



AB 



may 



retinoid resistance has been associated with a mutation in the RAR gene 
which transcribes a RAR receptor truncated at the C-terminai 
end. These mutated RAR receptors exhibit a reduced affinity for 
retinoic acid while retaining the ability to bind to a retmoic acid 
response element on DNA. As a result, these mutant receptors 
exhibit dominant-negative activity by binding to the DNA without 
activating transcription and by competing with other receptors 
for sites on the response element. In fact, dominant-negative activity 

be very important in the development of many neoplastic. . . 
promyelocylic leukemia (APL) , where a t(15;17) chromosomal translocation 
fuses the PML gene to the RAR gene, to produce a PML-RAR fusion 
orotein in large excess in the cell. However, retinoid resistance 
in the patient is most probably the result of pharmacokinetic problems, . 
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AB The retinoid receptors belong to a large superfamily of 

ligand-inducible transcription factors that include the steroid, 
vitamin D and thyroid hormone receptors, the 
peroxisome prolif erator-activated receptor, the insect 
edysteroid receptor, and a number of orphan receptors 
whose ligands are unknown. All nuclear receptors have several 
well-characterized structural domains, including a conserved DNA-bmdmg 
domain, and a ligand binding domain at the carboxyl terminus of the 
receptor. The RAR and RXR classes of nuclear retmoic acid 
receptors are each composed of alpha, beta and gamma subtypes with 
more than one isoform for each receptor subtype. Data from many 
investigators suggest there are RAR- and RXR-dependent gene pathways, and 
that the individual receptor subtypes may control distinct gene 
expression patterns. In addition, RXR has been found to heterodimerize 
with other nuclear receptors to form active transcriptional 
complexes, which influence the activity of a variety of ^^^^ f ^^ways 
imoortant in growth and differentiation.. . . In the latter case, 
reU^oJS resistance has been associated with a mutation m the RAR gene 
which transcribes a RAR receptor truncated at the C-terminal 
end. These mutated RAR receptors exhibit a reduced affinity for 
retinoic acid while retaining the ability to bind to a retmoic acid 
response element on DNA. As a result, these mutant receptors 
exhibit dominant-negative activity by binding to the DNA without 
activating transcription and by competing with other receptors 
for sites on the response element. In fact, dominant-negative activity 

be very important in the development of many neoplastic. . - 
promyelocy?ic leukemia (APL), where a t(15;17) chromosomal translocation 
fuses the PML gene to the RAR gene, to produce a PML-RAR fusion 
protein in large excess in the cell. However, retinoid resistance 
in the patient is most probably the result of pharmacokinetic problems, . 
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The retinoic acid receptor-beta 2 contains two separate 
cell-specific transactivation domains, at the N-termmus 
and in the ligand-binding domain. 
Folkers G E; van der Leede B J; van der Saag P T 
Hubrecht Laboratory, Netherlands Institute for 
Developmental Biology, Utrecht. 

MOLECULAR ENDOCRINOLOGY, (1993 Apr) 7 (4) 616-27. 
Journal code: NGZ; 8801431. ISSN: 0888-8809. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199306 

Entered STN: 19930716 
Last Updated on STN: 19980206 
Entered Medline: 19930629 
In contrast to other members of the steroid/ thyroid 
hormone superfamily, not much is known about the regions involved 
in transactivation of the receptors for retinoic acid. To 
determine the transactivation function of RARs, fusion 
proteins between the DNA-binding domain of the yeast transcription 
factor GAL4 and retinoic acid receptor- alpha (RAR alpha) or 
beta were made. Transfection of these constructs resulted m RA-mduced 
activation of a GAL4-responsive element-containing promoter,. . . 
function. Internal deletions in the ligand-bmdmg domain m both GAL-RAR 
beta and RAR beta expression constructs resulted in a nonfunctional 
receptor, indicating that the complete ligand-binding domain is 
required for its transactivation function. Furthermore, we have shown 
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The NGFI-B protein, an inducible member of the 
thyroid/steroid receptor family, is rapidly modified 
posttranslationally . 

Fahrner T J; Carroll S L; Milbrandt J . . . . ^ 

Department of Pathology, Washington University School of 
Medicine, St. Louis, Missouri 63110. 
NS01018 (NINDS) 

POl CA49712 (NCI) ^^^^ ^^^^ _ 

MOLECULAR AND CELLULAR BIOLOGY, (1990 Dec) 10 (12) 6454-9 
Journal code: NGY; 8109087. ISSN: 0270-7306. 
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NGFI-B gene is rapidly activated by 
induce cells to differentiate or proliferate 
with a predicted molecular mass of congruent to 

the thyroid/ steroid hormone receptor .^^;Kr^H^oc: 
qene family. To characterize this protein, monoclonal antibodies 
were raised against a bacterial TrpE-NGFI-B fusion 
protein that encompasses a large portion (Glu-410 to Leu-527) of 
the carboxy-terminal domain of NGFI-B. These antibodies detected 
protein that was rapidly synthesized in response to nerve growth 



a variety of stimuli that 
It encodes a protein 

61 kDa and is a member of 



factor (NGF) and migrated as a broad band on sodium dodecyl . . . that 
ranged from 63 to 88 kDa. Pulse-chase analysis demonstrated that NGFI-B 
was rapidly posttranslationally modified and was a short-lived 
protein. NGFI-B was found to be a phosphorylated protein 
, and the multiple NGFI-B species coalesced into a single, more rapidly 
migrating species when treated with alkaline phosphatase. PC12 cells. 



=> log y 



COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
36. 41 



TOTAL 
SESSION 
36. 62 



STN INTERNATIONAL LOGOFF AT 14:52:13 ON 08 AUG 2001 



